Objective. To investigate the effect of acarbose therapy on the long-term prognosis of patients with acute coronary syndromes (ACS) complicating newly diagnosed impaired glucose tolerance (IGT). Methodology. 135 patients hospitalized for ACS who had been newly diagnosed with IGT were randomly assigned to acarbose group (150 mg/day, = 67) or control group (no acarbose, = 68). All cases in each group were given the same elementary treatment. Mean follow-up was 2.3 years. The incidence of major adverse cardiovascular event (MACE) and carotid intima-middle thickness (CIMT) were statistically analyzed. Results. During the mean follow-up of 2.3 years, the risk of recurrent MACE in acarbose group was decreased significantly compared with that in control group (26.67% versus 46.88%, < 0.05); at the same time, thickening of the CIMT was significantly slower than the control group ((1.28 ± 0.42) mm versus (1.51 ± 0.64) mm, < 0.05). Conclusions. Acarbose can effectively reduce the risk of MACE in ACS patients with newly diagnosed IGT, simultaneously retarding the progression of carotid intima-media thickness.
Introduction
As gradual steps into aging society and changes of lifestyle, the prevalence of impaired glycometabolism and coronary artery disease (CAD) increases rapidly in China. Impaired glucose tolerance (IGT) has been regarded as a prediabetic state in which postprandial blood glucose is between normal glucose tolerance and overt diabetes mellitus (DM). It is well known that IGT is an independent risk factor of cardiovascular events (CV) and cardiovascular-associated mortality [1] . Acarbose can effectively reduce postprandial blood glucose and the progression from IGT to Type 2 DM (T2DM). STOP-NIDDM study had proved that acarbose therapy reduced the risk of any CV by 49%, of an acute myocardial infarction (AMI) by 91%, and of developing hypertension by 34% in IGT patients [2] . Emerging evidence suggested a high prevalence of unrecognized IGT and/or DM in patients admitted to hospital with acute coronary syndrome (ACS) [3] . Furthermore, such dysglycaemia has been shown to be associated with an increase in cardiovascular mortality. Therefore, we have reason to postulate that acarbose treatment may reduce major adverse cardiovascular event (MACE) in patients with ACS complicating impaired glycometabolism. No related research has been reported so far. Thus, the goal of present study is to determine whether acarbose can reduce the risk of recurrent MACE in ACS patients with newly diagnosed IGT.
Research Design and Methods

Study Patients.
From March 2010 to August 2013, we randomly selected 426 cases of patients who were hospitalized in our two hospitals due to ACS. ACS was diagnosed by the presence of acute ischemic symptoms lasting ⩾20 min within 48 h before admission to hospital and electrocardiographic changes consistent with ACS [4] . Acute myocardial infarction (AMI) was diagnosed when creatine kinase-MB levels increased to at least twice the upper limit of normal or when troponin T levels were >0.1 ng/mL. Patients without AMI 
Methods.
135 IGT patients were randomly allocated, using random numbers generated by a computer, into the following two groups: the control group (68 cases) and acarbose group (67 cases). Each group was given standard medical therapy of CAD (including nitrate medications, ACE-I/ARB, -blockers, statins, and antiplatelet drugs). Acarbose group was given additional acarbose (Bayer Pharmaceutical Co., Germany, three times/day, 25 mg/time start, and gradually increasing the amount to 50 mg/time in 2 weeks) on the base of fundamental treatment. Carotid intima-media thickness (CIMT) was measured using Siemens SEQUOIA512 ultrasonography, taking the point under 1 cm of carotid sinus as detection point and accounting the average of the left and right CIMT as the results. The carotid IMT was measured at baseline, and follow-up of all subjects, ΔCIMT, indicated the changes in CIMT. All patients were guided to take diet and exercise therapy, and having outpatient clinic or telephone follow-up for 1.0-4.5 years, the mean follow-up was 2.3 years. Incidence of MACE (including fatal cardiovascular events, nonfatal reinfarction, new-onset angina, cerebral stroke, and severe heart failure) was recorded.
Statistical Analysis.
Statistical analysis was performed using SPSS 13.0. Continuous variables were expressed as mean and standard deviation, and categorical variables were expressed as using numbers and percentages. Comparisons among the two groups were performed using Student'stest and paired -test for continuous variables and 2 test for categorical variables. Values for less than 0.05 were accepted as statistically significant.
Results
Clinical Background.
The clinical profile of the subjects was shown in Table 1 . There was no significant difference in age, gender, profiles for traditional risk factors, and past medication history between the two groups ( > 0.05). Of the total of 135 cases in the average follow-up of 2.3 years, 11 patients dropped out during the study which was 8.15% of all subjects (7 patients in the acarbose group: 5 male and 2 female; 4 patients in the control group: 2 male and 2 female). The cause was severe abdominal distension and diarrhea for 6 cases in the acarbose group, or lost for 1 case in acarbose group and 4 cases in control group, respectively; the incidence of serious gastrointestinal adverse reactions between the two groups was statistically significant ( 2 = 6.373, = 0.012).
The Risk of Recurrent MACE.
Recurrent MACE was observed in the 124 cases that completed the study. Table 2 demonstrated the numbers of MACE among subjects in the mean 2.3-year follow-up. The incidence of total MACE in the acarbose group and control group was 26.67% and 46.88%, respectively; there was significant difference between the two groups ( 2 = 5.420, = 0.020). In total MACE, the death of 3 patients in acarbose group and 5 patients in control group was due to cardiovascular events, and the cardiovascular caused mortality between the two groups was of no significant difference ( 2 = 0.406, = 0.524). However, the incidence of the secondary end-point events (nonfatal reinfarction, newonset angina, cerebral stroke, and severe heart failure) of the acarbose group was prominently lower than that of control group (21.67% versus 39.06%, 2 = 4.410, = 0.036). Table 3 shows the level of biochemical indicators, CIMT, blood pressure, and BMI of the two groups before and after treatment. All the indexes were not significantly different between the two groups before treatment ( > 0.05). After treatment, 2 hPG, HbA1c, CIMT, and ΔCIMT of the acarbose group were significantly lower than control group ( value was 8.731, 6.198, 2.440, and 18.622, resp., < 0.05 or 0.01), while FPG, TC, TG, LDL-C, systolic pressure, diastolic pressure, and BMI had no statistical significance between the two groups after treatment ( value was 1.528, 0.242, 1.102, 0.214, 1.201, 0.883, and 1.866, resp., > 0.05).
Laboratory and Ultrasonography Examination.
Discussion
Postprandial hyperglycemia is a hallmark characteristic in individuals with IGT and early T2DM and has been established as a key pathophysiological component of the mechanism underlying the development of diabetic complications [5] . Fluctuations in glucose levels following a meal are strongly associated with micro-and macrovascular complications not only in patients with T2DM, but also in individuals with IGT [6] . The risk for developing CAD or other MACE was increased almost threefold in subjects with IGT compared to people with normal glucose tolerance [7] . Kataoka et al. [8] found that multibranch coronary artery lesion which was common in T2DM patients had already emerged in the IGT stage. Recent study indicated that IGT was an independent risk factor for AMI and simultaneously increased the risk of recurrent CV after AMI [9] . Furthermore, Kitada et al. [10] showed that postprandial blood glucose above 8.9 mmol/L would increase the risk of recurrent MACE nearly one-fold in patients with AMI. There is a high prevalence of unrecognized dysglycaemia in patients with ACS; the present study found that 31.69% of the patients with ACS were newly diagnosed IGT; it was similar to previous researches [3, 11] . Thus, early intervention to IGT in ACS patients with the aim of reducing recurrent MACE should be anticipated.
IGT is a prediabetic state; several management strategies have been proposed for this early stage of dysglycaemia, including lifestyle modification and pharmacotherapies (e.g., acarbose, metformin, and thiazolidinediones) [12] [13] [14] . Although lifestyle modification is a vital part of dysglycaemia management, it is often insufficient to maintain long-term glycaemic control. Given that acarbose has a relatively modest efficacy of blood glucose lowering and can be administered to patients with heart failure and mild to moderate renal insufficiency, acarbose is safer than other drugs mentioned above for glucose management in ACS patients, because management of glucose levels within a given range and with minimal risk of hypoglycemia is recommended for the treatment of hyperglycemia in patients with ACS [15] . In the present study, 2 hPG and HbA1c of the acarbose group significantly reduced compared with those of control group ( < 0.01); this result was not unexpected. The starting dose of acarbose was semiquantity and gradually increased to normal dose (50 mg/time, three times/day), so only 6 patients (8.96%) withdrew from the trial due to severe gastrointestinal side effects. The other patients were well tolerated and with no hypoglycemia.
Previous studies [2, 16] had suggested that acarbose was useful in reducing the risk of MACE in patients with IGT; its cardiovascular protective effect might be due to the reduction of postprandial hyperglycemia and glucose variability, increased insulin sensitivity, induction of moderate weight loss, restoration of endothelial function, and so forth [17] . In the above mechanisms, the improvement of vascular endothelial function is reasonably important. Endothelial dysfunction plays an important role in the development of atherosclerosis and predicts CV outcomes independent of conventional CV risk factors [18] . Although the mechanism by which postprandial hyperglycemia induces endothelial dysfunction is not fully understood, oxidative stressmediated disruptions in nitric oxide homeostasis are implicated as key role [19] . Endothelium-derived nitric oxide (NO) is one of the most potent known endogenous vasodilators and it plays an important role in the control of coronary blood flow by regulating vascular tone. Kato et al. [20] found acarbose improved postprandial endothelial function by improvement of postprandial hyperglycemia in patients with newly diagnosed T2DM. This notion had been recently reinforced by the finding that 24 weeks of acarbose monotherapy in newly diagnosed patients with T2DM was associated with increased levels of both fasting and postprandial glucagonlike peptide 1 (GLP-1), NO levels, and nitric oxide synthase (NOS) activity [21] . Thus, acarbose seemed to favorably affect endothelial function in the coronary arteries and contributed to an improved long-term prognosis. The present study showed that acarbose could effectively reduce total risk of MACE in ACS patients with newly diagnosed IGT ( < 0.05). This cardiovascular benefit mostly owed to the reduction of secondary endpoint events ( < 0.05), while the decline of cardiovascular disease mortality was not statistically significant ( > 0.05), which might be related to not long enough follow-up time and not enough number of patients enrolled.
The absolute value and change of CIMT are both indirect indicators of coronary atherosclerosis and independent predictors of long-term CV [22, 23] . Previous study had confirmed that acarbose could slow the progression of CIMT in patients with IGT or T2DM [24, 25] , and Koyasu et al. [26] found that acarbose also could retard CIMT thickness and plaque formation in CAD patients with newly diagnosed IGT. The present study showed that acarbose slowed the progression of CIMT in ACS patients with IGT, which also indirectly suggested that acarbose delayed the development of coronary atherosclerosis in patients with IGT. In the present study, BMI in acarbose group had a distinctly downtrend compared with the control group ( = 0.064); it suggested that moderate loss of weight may be one of the possible reasons for the cardiovascular benefit.
In summary, the present study indicates that acarbose can effectively and safely retard the CIMT thickness and reduce the risk of recurrent MACE in ACS patients with newly diagnosed IGT. Therefore, acarbose can improve the prognosis of these patients.
